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4-(Pyridin-4-yl)thiazol-2-amine (7)
.
1-Benzyl-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5a).
A mixture of (7) (0.251 g, 1.41 mmol), benzylisocyanate (0.357 g, 2.82 mmol) in anhydrous NMP (1.4 ml), was heated in a Biotage microwave reactor at 150 °C for 20 min. After cooling to room temperature, DCM (10 ml) was added and the organic layer washed with water (10 ml) and brine (10 ml), dried over Na 2 SO 4 and the solvent removed under reduced pressure. Chromatography on silica gel performed using the FlashMaster 3 purification station afforded (5a)
as an off-white solid (0.156 g, 35%), mp 219.0-220.9 ºC. 
1-(2-Methoxybenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5c).
This was prepared from (7) (0.112 g, 0.632 mmol) and 2-methoxybenzyl isocyanate (0.206 g, 1.26 mmol) in the same manner as described for 5a.
Chromatography on silica gel performed using the FlashMaster 3 purification station, followed by trituration with ethyl acetate afforded 5c as a white solid (0.066 g, 31%), mp 187.9-189. 1-(2-Fluorobenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5r). This was prepared from 7 (0.113 g, 0.638 mmol) and 2-fluorobenzyl isocyanate (0.192 g, 1.27 mmol) in the same manner as described for 5a.
Chromatography on silica gel performed using the FlashMaster 3 purification station afforded urea 1ac as a pale yellow solid (0.134 g, 64% 
1-(4-Fluorobenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5s).
This was prepared from 7 (0.090 g, 0.508 mmol) and 4-fluorobenzylisocyanate (0.153 g, 1.01 mmol) in the same manner as described for 5a.
Chromatography on silica gel performed using the FlashMaster 3 purification station afforded 5s as an offwhite solid (0.026 g, 16%), mp >208 °C (decomposed 18 mmol) in the same manner as described for 5a.
Chromatography on silica gel performed using the FlashMaster 3 purification station afforded urea 5q as an off-white solid (0.019 g, 5%), mp > 186 ºC. 1 (0.086 g, 0.450 mmol) and 3-methoxybenzylisocyanate (0.146 g, 0.900 mmol) in the same manner as described for 5a. After cooling to room temperature, the solvent was removed under reduced pressure.
Chromatography on silica gel performed using the FlashMaster 3 purification station, followed by trituration with diethyl ether afforded the urea 5aa as a white solid (0.085 g, 53%), mp 144. 
1-(3-Hydroxybenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5g).
This was prepared from 5b (0.099 g, 0.332 mmol), 3-hydroxybenzylamine (0.078 g, 0.365 mmol), and Et 3 N (0.1 ml) in the same manner as described for 10. After cooling to room temperature, the precipitate was filtered, washed with water, and dried under vacuum. The pure urea 5a was obtained as a white solid (0.064 g, 59%), mp 155.7-207.1 ºC (decomposed).
2H), 7.11 (t, J = 8.0 Hz, 1H), 6.96 (bt, J = 5.6 Hz, 1H), 6.70-6.68 (m, 2H), 6.63-6.60 (m, 1H), 4.26 (d, J = 5.9
Hz, 2H); 
N-(3-((3-(4-(Pyridin-4-yl)thiazol-2-yl)ureido)methyl)phenyl)methanesulfonamide hydrochloride (5k).
This was prepared from 10 (0.085 g, 0.285 mmol) and N-(3-(aminomethyl)phenyl)methanesulfonamide hydrochloride (0.067 g, 0.283 mmol) in presence of DIPEA (0.070 ml) in the same manner as described for 5b. After cooling to room temperature, water (2 ml), NaOH (1 M, aq., 5 ml) and ethyl acetate (5 ml) were added. The aqueous phase was separated and acidified with HCl (1 M, aq., 10 ml). After standing at room temperature overnight, the precipitate was filtered, dried under vacuum. The pure urea 5k was obtained as an presence of DIPEA (0.070 ml) in the same manner as described for 5b. After cooling to room temperature, ethyl acetate (5 ml), MeOH (1 ml). The solvent was slowly evaporated at room temperature. When the volume of the solvent was evaporated to approximately 1 ml, the precipitate was filtered, washed with THF (2 ml), washed with ethanol (1 ml), and dried under vacuum. The pure urea 5l was obtained as an off-white solid (0.025 g, 22%), mp > 215 ºC (decomposed 
1-(3-ethoxybenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5n).
This was prepared from 10 (0.075 g, 0.0.252 mmol) and 3-ethoxybenzylamine (0.045 g, 0.302 mmol) in the same manner as described for 5b. After cooling to room temperature, the solvent was removed under reduced pressure. 
1-(3-propoxybenzyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (5o).
This was prepared from 10 (0.101 g, 0.339 mmol) and 3-propoxybenzylamine (0.082 g, 0.407 mmol), in presence of DIPEA (0.080 ml) in the same manner as described for 5b. After cooling to room temperature, the reaction mixture washed with NaOH (1M, aq.) and extracted with DCM. The combined organic extracts were dried over Na 2 SO 4 and the solvent removed under reduced pressure. The remaining solid was triturated with diethyl ether, filtered, and dried under vacuum. The pure urea 5o was obtained as a white solid (0.100 g, 80%), mp 165. 
(d,
J = 6.0 Hz, 2H); 13 C NMR (100 MHz, DMSO-d 6 ) δ 162.90 (d, J = 241.9 Hz, C-F), 160.98, 154.72
1-Phenethyl-3-(4-(pyridin-4-yl)thiazol-2-yl)urea (13).
This was prepared from 10 (0.157 g, 0.527 mmol) and 2-phenylethylamine (0.076 g, 0.632 mmol) in the same manner as described for 5b. After cooling to room temperature, DCM (3 ml) and hexane (3 ml) were added to the reaction mixture. 1-(1-Phenylpropyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea [(S)-14c] . This was prepared from 10 (0.111 g, 0.372 mmol) and (S)-(-)-1-phenylpropylamine (0.073 g, 0.447 mmol) in the same manner as described for 5b.
O (S)-1-(1-Phenylethyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea [(S)-14a].

(S)-1-(2-Hydroxy-1-phenylethyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea [(S)-14b]. This was obtained as
After cooling to room temperature, the reaction mixture washed with NaOH (2 M, aq., 5 ml) and extracted with DCM (2 × 10 ml 1-(1-(3-chlorophenyl)ethyl)-3-(4-(pyridin-4-yl)thiazol-2-yl)urea [(S)-14h] . This was prepared from 10 (0.093 g, 0.312 mmol) and (S)-1-(3-chlorophenyl)ethylamine (0.057 g, 0.364 mmol) in the same manner as described for 5b. After cooling to room temperature, the solvent was removed under reduced pressure. The remaining solid was triturated with ether (3 ml), filtered, washed with hexane (2 ml), and dried under vacuum. and N-benzylmethylamine (0.048 g, 0.399 mmol) in the same manner as described for 5b. After cooling to room temperature, the reaction mixture washed with NaOH (aq. 1 M, 10 ml) and extracted with DCM (10 ml). The combined organic extracts were dried over Na 2 SO 4 and the solvent removed under reduced pressure.
Chromatography on silica gel using a FlashMaster 3 purification station (EtOAc/hexane) afforded pure urea (5z) (0.068 g, 63%) as an off-white solid, mp 160.0 °C (decomposed 
